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Arguments in Support of Pre- Appeal Brief Request for 10/695,275 
I. Regarding the Enablement Rejection 1 

The Examiner rejects Applicant's claims directed toward a "method for inhibiting the 
growth of tumor cells in an individual comprising administering to the individual a 
pharmacologically effective dose of a compound" 2 of this invention. This enablement rejection is 
unreasonable given that the Applicants have shown that the method of this invention does inhibit 
the growth of a wide variety of tumor cells. The examples and screening techniques disclosed by 
the Applicants are in relation to the scope of the claims based on the relative predictability of the 
art; therefore, the claims are enabled. 

A common thread running through the arguments of this Action, as well as the arguments 
of the previous Actions, is that the Applicants must show that each and every compound covered 
by claim 1 will inhibit every possible form of cancer. This position is problematic because it 
applies an incorrect legal standard to the enablement requirement, and it ignores the specification 
of the Application and the Inventors' Declaration. 3 Both highlight the wide variety of cancer 
cells whose growth has been inhibited by the method of this invention. Routine screening, not 
undue experimentation, is all that a skilled artisan would need to do in order to test the 
applicability of this invention to other tumor cells. 4 

A variety of the compounds of this invention (chroman derivatives) were shown to 
induce apoptosis in one or more of the tumor cell lines. These examples were summarized in 
Tables 2 - 3 on pages 95 - 98 of the application. These tables are reproduced here: 



1 Action of August 1, 2006, pages 3-6. 

2 See claim 1 of Application. 

3 "Declaration of Bob G. Sanders, Ph.D. and Kimberly Kline, Ph.D., under 37 C.F.R. §1.132", November, 28, 2005. 

4 Enablement is not precluded by the necessity for some experimentation such as routine screening. In re Wands, 
858 F.2d 731, 736-37 (Fed. Cir. 1988). 
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The tables summarize the apoptotic EC50 for a battery of test cancer cells for the twenty-nine 
novel RR-a-tocopherol compounds and two of the five 1 -aza-a-tocopherol analogs of this 
invention. These studies indicated that a broad class of these compounds, comprising a variety of 
R groups are effective for arresting growth and inducing apoptosis in an equally broad variety of 
cancer cells. Furthermore, these studies showed that the compounds of this invention are not 
toxic to normal cells. 
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In parallel with the in vitro cell culture studies, the inventors further validated the 
effectiveness of the chroman ring compounds in studies using mouse model systems (see 
Example 15, page 109 - 112 of the application). The inventors have also shown that a-TEA, a 
model chroman ring compound, can reduce the human mammary tumor burden in mouse model 
systems and prevent metastasis of these cancer cells (see Table 6, page 119). In yet another 
example, Table 4 on page 100, the inventors showed that the amount of compound 44 needed to 
induce growth arrest in 50% of MDA-MB-43 tumor cells was shown to be 6 times less than the 
amount of compound 1 required for the same anti-proliferative activity. Applicants have 
therefore provided a representative group of examples of using the compounds of this invention 
to inhibit the growth of a diverse variety of tumor cells. These examples are in relation to the 
scope of the claims based on the relative predictability of the art. 

The Examiner has provided no evidence that any of the claims are not enabled. Indeed, 
the Examiner has conceded that the claims are enabled as to: 

• A "method of inducing apoptosis of a cell comprising administering an 
effective amount of a compound" of this invention. See Action of 09/10/2004, 
page 2. 

• "[F]ifteen out of twenty nine RRR-a-tocopherol compounds and two out of 
five 1-aza-a-tocopherol analogs effective at inducing tumor cells to undergo 
apoptosis which having no apoptotic inducing properties on normal cells." See 
Action of 06/01/2005, page 2. 

• "[F]or in vitro screening assay to determine the effective concentration of said 
compounds to induce apoptosis of the cells in culture." See Action of 
03/06/2006, page 2. 

Given all the aspects of the invention which the Examiner concedes are enabled, the Examiner's 
enablement rejection of a "method for inhibiting the growth of tumor cells in an individual 
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comprising administering to the individual a pharmacologically effective dose of a compound" 5 
of this invention is unreasonable. The Examiner appears to confuse the requirements under the 
law for obtaining a patent with the requirements under the law for obtaining FDA approval to 
market a particular drug to the public. 6 

In view of the foregoing, it is evident that the inventors' specification provides the 
necessary instruction for one of skill in the art to practice the invention with the class of 
compounds that are claimed without undue experimentation. Based on the foregoing as well as 
the entire file history, it is evident that this rejection will not be sustained on appeal. 
II. Regarding the 103(a) Rejection: Statement Regarding Common Ownership 

The Examiner also rejected all the currently pending claims as obvious over two parent 
applications to which the present application claims priority, namely U.S. Patent 6,770,672 
('672) and U.S. Patent 6,417,223 ('223). 7 According to the Examiner, both of these patents 
constitute prior art under 35 U.S.C. 102(e). However, in so far as the '672 and '223 patents are 
prior art under 102(e), they also qualify for the 35 U.S.C. 103(c) exclusion. Specifically, the 
undersigned counsel for the Applicants avers to the fact that the present Application, as well as 
the '672 and '223 patents, have at all times been owned by or subject to assignment to the same 
party, the Board of Regents of The University of Texas System. The Action's 103(a) rejections 
are therefore overcome, and should be withdrawn. 



5 See claim 1 of Application. 

6 See In re Brana, 51 F.3d 1560,1566 (Fed. Cir. 1995). 

7 Action of August 1, 2006, pages 6-9. 
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